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Distinct neural bases of disruptive behavior
and autism symptom severity in boys with
autism spectrum disorder
Y. J. Daniel Yang1,2*, Denis G. Sukhodolsky2, Jiedi Lei2,3, Eran Dayan4, Kevin A. Pelphrey1 and Pamela Ventola2
Abstract
Background: Disruptive behavior in autism spectrum disorder (ASD) is an important clinical problem, but its neural
basis remains poorly understood. The current research aims to better understand the neural underpinnings of disruptive
behavior in ASD, while addressing whether the neural basis is shared with or separable from that of core ASD symptoms.
Methods: Participants consisted of 48 male children and adolescents: 31 ASD (7 had high disruptive behavior) and 17
typically developing (TD) controls, well-matched on sex, age, and IQ. For ASD participants, autism symptom
severity, disruptive behavior, anxiety symptoms, and ADHD symptoms were measured. All participants were
scanned while viewing biological motion (BIO) and scrambled motion (SCR). Two fMRI contrasts were analyzed: social
perception (BIO > SCR) and Default Mode Network (DMN) deactivation (fixation > BIO). Age and IQ were included as
covariates of no interest in all analyses.
Results: First, the between-group analyses on BIO > SCR showed that ASD is characterized by hypoactivation
in the social perception circuitry, and ASD with high or low disruptive behavior exhibited similar patterns of
hypoactivation. Second, the between-group analyses on fixation > BIO showed that ASD with high disruptive
behavior exhibited more restricted and less DMN deactivation, when compared to ASD with low disruptive
behavior or TD. Third, the within-ASD analyses showed that (a) autism symptom severity (but not disruptive
behavior) was uniquely associated with less activation in the social perception regions including the posterior
superior temporal sulcus and inferior frontal gyrus; (b) disruptive behavior (but not autism symptom severity)
was uniquely associated with less DMN deactivation in the medial prefrontal cortex (MPFC) and lateral parietal cortex;
and (c) anxiety symptoms mediated the link between disruptive behavior and less DMN deactivation in both anterior
cingulate cortex (ACC) and MPFC, while ADHD symptoms mediated the link primarily in ACC.
Conclusions: In boys with ASD, disruptive behavior has a neural basis in reduced DMN deactivation, which is distinct
and separable from that of core ASD symptoms, with the latter characterized by hypoactivation in the
social perception circuitry. These differential neurobiological markers may potentially serve as neural targets
or predictors for interventions when treating disruptive behavior vs. core symptoms in ASD.
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Background
Recent development in the field of autism spectrum dis-
order (ASD) has been making strides in revealing the
neural basis of its core symptoms, namely social communi-
cation deficits and restrictive and repetitive behavior [1].
For example, neuroimaging studies consistently show that
the posterior superior temporal sulcus (pSTS), fusiform
gyrus (FFG), and inferior frontal gyrus (IFG) are key regions
for social information processing [2] and individuals with
ASD relative to typically developing (TD) controls exhibited
hypoactivation in these regions [3, 4]. However, ASD often
co-occurs with other psychiatric disorders [5, 6], such as
anxiety disorder [7], attention-deficit/hyperactivity disorder
(ADHD) [8], and oppositional defiant disorder (ODD) [9].
So far, knowledge regarding the neural basis of the comor-
bidity in ASD is relatively lacking in the literature, and little
is known about whether or not the co-occurring disorders
in ASD and core ASD symptoms share the same neural
basis or not. Understanding the neural basis of the comor-
bidity in ASD and defining the boundaries between ASD
and its comorbid psychiatric disorders may identify targets
for specific intervention in subgroups of ASD that could
improve quality of life, reduce impairment, and increase
treatment effectiveness for ASD. In the current research,
we focus on disruptive behavior in ASD and delineate its
neural underpinning. We also address the question of
whether the neural basis of disruptive behavior in ASD is
shared with or separable from that of core symptoms in
ASD.
Disruptive behavior in children with ASD is relatively
common, from about one fourth to one third of children
with ASD displaying disruptive behavior [6, 10], including
angry outburst, irritability, as well as oppositional, non-
compliant, and aggressive behaviors [11]. On the one
hand, disruptive behavior in children with ASD may allow
them to escape demands (e.g., escaping from learning), re-
tain access to items, and avoid sensory stimuli (e.g., noises
in the environment) [10, 12, 13]. Thus, some could argue
that for children with ASD, disruptive behavior may serve
the purpose to gain access to restricted and repetitive
interests or to escape from uncomfortable social and
sensory demands and should be conceptualized as
core ASD symptoms. On the other hand, others could
argue that disruptive behavior, characterized by a
long-lasting, context-independent pattern of angry/ir-
ritability, argumentative/defiant behavior, or vindic-
tiveness, should be viewed as a comorbidity of and
different from core ASD symptoms [10]. In this study,
we refer disruptive behavior to the latter definition
and we assessed it with a chronic behavioral pattern
independent of the functional properties or setting in
which disruptive behavior occurs, while we assumed
that it is a comorbidity that could be distinguished
from core ASD symptoms [14].
To evaluate the neural basis of core ASD symptoms,
we used a biological motion fMRI task [3]. Although be-
ing relatively impoverished stimuli, point-light displays
contain sufficient information to identify the kind of mo-
tion being produced (e.g., walking, dancing, reaching), as
well as the identity of the agent [15]. Our prior neuroim-
aging work identified dysfunction in the biological motion
processing system as reflecting key neural signatures of
ASD in affected children in terms of hypoactivation in the
ventrolateral prefrontal cortex, amygdala, IFG, pSTS, and
FFG [3]. Other fMRI studies also showed ASD-related
abnormalities in the neural pathways of processing bio-
logical motion [16, 17], particularly in the pSTS region
[18–20]. In the scanner, our study participants viewed
stimuli depicting point light displays of coherent biological
(BIO) or scrambled biological (SCR) motion, created from
motion capture data (i.e., videos created by placing lights
on the major joints of a person and filming them moving
in the dark) [3, 21].
In contrast, to evaluate the neural basis of disruptive
behavior, we used the same fMRI task but relied on a
novel fMRI contrast: fixation > BIO, which provides a
window into deactivation of the default mode network
(DMN). DMN deactivation is related to self-regulation
[22–24] and represents an important neural process
where self-related neural activity is suppressed during
focused attention on the external environment [25]. The
core DMN nodes include three interconnected regions
[26–28]: medial prefrontal cortex (MPFC), posterior cingu-
late cortex/precuneus (PCC/PC), and the lateral parietal
cortex (LPC) [27–30]. The MPFC is found to be associated
with self-appraisal [31, 32] and self-referential thoughts
[33]; the PCC/PC has been linked to arousal and conscious
perception of interoceptive stimulation [34]; and the LPC
has been reported to be related to recollection of episodic
memories and retrieval of spatial context memory [35–37].
Research suggests their roles in processing internally gener-
ated self-referential thoughts and mind-wandering in
healthy individuals [38]. An important property of the
DMN is that the network has been shown to deactivate
during cognitively demanding tasks that involve an external
target in healthy individuals [25, 27, 39], suggesting that
people may engage in down-regulation of self-referential
thoughts when processing the external task, thus reducing
interference [40]. For this reason, we chose the contrast of
fixation > BIO to tap into DMN deactivation because BIO
is relatively more cognitively demanding than fixation and
involves an external target. Accurate perception of bio-
logical motion requires individuals to first track motion
timings, then integrate perceived timings into a coherent
kinematic framework for higher-order processing. Con-
sistent with this notion, previous research showed that
DMN deactivation was necessary for healthy adults in
order to process biological motion [41].
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On the other hand, failure to deactivate DMN when
engaged in tasks has been reported in several psychopathol-
ogies, such as depression, where pathological rumination of
negative self-related thoughts during task has been linked
to poor self-regulation [25]. Several recent studies have also
suggested that DMN alternation is implicated in children
and adolescents with disruptive behavior [42–45]. However,
to the best of our knowledge, no study has examined the
link between DMN activity and disruptive behavior in ASD.
Using the biological motion task and the novel contrast of
DMN deactivation (fixation > BIO), the current study
further tested this link in children with ASD.
Importantly, the contrast of fixation > BIO should be
interpreted as DMN deactivation in only relative but not
absolute terms. Here, the potential DMN activation during
fixation is treated as a comparison point, and a positive (or
negative) value of this contrast in the DMN may indicate
that there is less (or more) activation in the DMN during
BIO than during fixation periods, arguably reflecting down
regulation of DMN activation during BIO vs. during fixa-
tions. In this research, we call it the contrast of DMN de-
activation (fixation > BIO) and emphasize that it should not
be interpreted as DMN deactivation during BIO alone. The
contrast can only be interpreted in terms of differen-
tial activation and cannot be used to reveal the abso-
lute levels of DMN activation within BIO or fixation
periods, respectively.
In sum, this study examined the neural basis of disrup-
tive behavior in ASD and investigated whether it is shared
with or separable from that of core ASD symptoms. The
two contrasts in the biological motion task, namely, social
perception (BIO > SCR) and DMN deactivation (fixation >
BIO), afford the opportunity to compare these two neural
bases within the same sample of children with ASD. We
hypothesize that there would be distinct and separable
neural bases of disruptive behavior and autism symptom
severity in ASD, in which (a) autism symptom severity
would be associated with less activation in the social per-
ception circuitry [2] and (b) disruptive behavior would be
associated with less DMN deactivation. We also explored
co-occurring anxiety and ADHD symptoms [6] as poten-
tial mediators of the neural basis of disruptive behavior.
Methods
Participants
Study participants included 48 children and adolescents
(all males) between 4 and 18 years of age. They consisted
of 31 boys with autism spectrum disorder (4.54–
18.43 years) and 17 TD boys (5.07–16.68 years). Nine
participants with ASD and 8 TD participants also par-
ticipated in a prior imaging study [3] that investigated
the neural basis of ASD. All participants received the
same fMRI imaging paradigm in the same scanner. IQ
was measured using the Differential Ability Scales-
Second Edition (DAS-II) [46]. DAS-II was used for
this project because it covers the age range of children
included in the study. DAS-II is also commonly used
in studies of children with ASD, as it requires less
language than other cognitive measures [47–50]. All
participants were high-functioning (IQ > 70); the
ranges of Full-Scale IQ (FSIQ) were 74–131 for ASD
and 78–127 for TD. The ASD and TD groups were
well-matched on age, IQ, and head motion during
fMRI scan (see Table 1).
All participants with ASD met DSM-5 [51] diagnostic
criteria for ASD as determined by expert clinical judg-
ment. This judgment was supported by the results of
gold-standard diagnostic instruments, Autism Diagnostic
Interview-Revised (ADI-R) [52] and Autism Diagnostic
Observation Schedule (ADOS) [53–56], administered by
research-reliable and licensed clinical psychologists. The
complete characterization of the ASD group is reported
in Table 2.
To rule out possible developmental delays, psychiatric
disorders, and the broad autism phenotype (BAP) [57, 58]
in the TD participants, we used the following exclusion
criteria based on the criteria used in previous research in
our lab [3]: (a) diagnosed or suspected ASD, or other
psychiatric or neurological disorder; (b) first- or second-
degree relative with diagnosed or suspected ASD; (c) an
individualized education program for special education
services, including speech/language therapy, occupational
therapy, and/or social skills intervention; or (d) Social
Responsiveness Scale (SRS)-parent total t score ≥76 (se-
vere range). In our TD sample, the SRS total t scores had
Table 1 Participants demographics and group matching
TD (n = 17) ASD (n = 31) TD vs. ASD
Variable Mean (SD) Range Mean (SD) Range t(46) p
Age (years) 10.92 (2.85) 5.07–16.68 10.86 (3.63) 4.54–18.43 0.06 0.95
IQ 104.12 (12.87) 78–127 98.10 (16.32) 74–131 1.31 0.20
Verbal IQ 104.53 (10.44) 87–120 101.52 (17.18) 72–141 0.66 0.51
Non-verbal IQ 103.65 (14.27) 74–126 96.65 (16.80) 73–138 1.45 0.15
Head motion (M absolute, mm) 0.46 (0.54) 0.08–2.08 0.48 (0.49) 0.09–1.84 −0.14 0.89
Head motion (M relative, mm) 0.10 (0.07) 0.03–0.24 0.14 (0.12) 0.03–0.46 −1.34 0.19
M mean
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M = 45.64, SD = 6.71, and range = 37–60, which were far
below the exclusion threshold and generally within the
normal range (t score ≤59).
Exclusion criteria for all participants included a history
of serious head injury or loss of consciousness. All par-
ticipants passed MRI safety screening, including being
free of any metal implants and evidence of claustropho-
bia. Written informed consent was obtained from each
participant’s parent(s), and assent was obtained from
each participant. The Human Investigations Committee
at Yale University approved this study.
Behavioral clinical measures
Autism symptom severity
The severity of ASD symptoms was measured using the
parent-reported Social Responsiveness Scale (SRS) total
raw scores [59, 60]. The scale has 65 items and assesses
social awareness, social information processing, capacity
for reciprocal social communication, social motivation,
and autistic mannerisms. Rather than using a "yes or no"
decision about the presence of symptom, the SRS uses a
4-point scale from 1 (“not true”) to 4 (“almost always
true”), and the total raw scores across 65 items provide a
fine-grained, continuous measure of the child’s symptom
severity, consistent with the notion that autism is best
conceptualized as a spectrum condition. In contrast,
ADI-R and ADOS scores are primarily for ASD diagno-
sis and provide a more limited range of scores. For this
reason, we chose the SRS total raw score as a measure
of autism symptom severity because it provides a greater
range of scores across multiple domains of ASD
symptoms.
Disruptive behavior and potential mediators
Disruptive behavior was measured with the ODD sub-
scale of the Child Symptom Inventory-4 (CSI-4) [61] for
participants aged 5 to 12 years and the Adolescent
Symptom Inventory-4 (ASI-4R) [62] for those aged 12 to
18 years. The CSI-4 and ASI-4R are parent-reported
behavior rating scales whose items correspond to the
Table 2 ASD group characteristics






ADI-R n = 30 n = 24 n = 6
Social 22.03 (3.99) 22.08 (3.91) 21.83 (4.67) 0.14 28 0.89
Verbal communication 17.73 (4.62) 17.96 (4.61) 16.83 (4.96) 0.53 28 0.60
Repetitive behaviors 6.23 (2.81) 6.38 (2.68) 5.67 (3.50) 0.55 28 0.59
ADOS module 2 n = 1 n = 1 —
SA domain 11.00 (—) 11.00 (—) — — — —
RRB domain 5.00 (—) 5.00 (—) — — — —
Total 16.00 (—) 16.00 (—) — — — —
ADOS module 3 n = 29 n = 22 n = 7
SA domain 9.76 (3.65) 9.68 (3.39) 10.00 (4.69) −0.20 27 0.85
RRB domain 2.52 (1.70) 2.64 (1.71) 2.14 (1.77) 0.66 27 0.51
Total 12.28 (4.33) 12.32 (3.95) 12.14 (5.73) 0.09 27 0.93
ADOS module 4 n = 1 n = 1 —
SA domain 11.00 (—) 11.00 (—) — — — —
RRB domain 1.00 (—) 1.00 (—) — — — —
Total 12.00 (—) 12.00 (—) — — — —
ADOS Calibrated Severity Score 7.19 (1.85) 7.29 (1.68) 6.86 (2.48) 0.54 29 0.59
SRS-parent total raw score 97.87 (30.13) 93.33 (30.70) 113.43 (23.73) −1.59 29 0.12
Disruptive behavior 9.32 (5.17) 7.17 (3.51) 16.71 (2.06) −6.81**** 29 < 0.0001
Anxiety symptoms 7.26 (4.97) 6.21 (4.08) 10.86 (6.34) −2.34* 29 0.03
ADHD symptoms 25.25 (8.10) 23.38 (6.24) 31.66 (10.80) −2.60* 29 0.02
Head motion (M absolute, mm) 0.48 (0.49) 0.47 (0.45) 0.52 (0.66) −0.26 29 0.80
Head motion (M relative, mm) 0.14 (0.12) 0.14 (0.11) 0.14 (0.15) −0.02 29 0.98
The numbers are mean (SD)
ADI-R Autism Diagnostic Interview-Revised, ADOS Autism Diagnostic Observation Schedule, SRS Social Responsiveness Scale, ADHD attention-deficit/hyperactivity
disorder, ODD oppositional defiant disorder, SA social affect, RRB restricted and repetitive behaviors, M mean
*p < 0.05; ****p < 0.0001
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symptoms of disorders defined by the DSM-IV. The
ODD subscale in the CSI-4 or ASI-4R includes eight
items. Example items are “loses temper,” “argues with
adults,” and “takes anger out on others or tries to get
even.” On each item, parent rated how well it describes
the child’s overall behavior on a 4-point frequency scale
from 0 (“never”) to 3 (“very often”). The ODD scale has
been used in children with ASD and cut-off scores (>13
in CSI-4 and >12 in ASI-4R) have been used to identify
clinically significant symptoms of ODD [9, 61–63].
In addition, to test candidate mediators of a possible
link between disruptive behavior and its neural basis in
ASD, we included measures of anxiety and ADHD
symptoms, respectively. First, anxiety symptoms were
measured via the Generalized Anxiety Disorder (GAD)
subscale in CSI-4 and ASI-4R [61, 62], which includes 8
items (M = 7.26, SD = 4.97) using the same 4-point scale.
Example GAD items are “has difficulty controlling worries”,
and “is extremely tense or unable to relax”. Second, ADHD
symptoms were measured via the combined ADHD sub-
scale (combining both inattentive and hyperactivity/impul-
sivity dimensions) in CSI-4 and ASI-4R [61, 62], which
includes 18 items (M = 25.25, SD = 8.10) using the same 4-
point scale. Example ADHD items are “fails to give close
attention to details or makes careless mistakes” and “fidgets
with hands or feet or squirms in seat.” As expected, in ASD
participants, ODD symptoms were significantly correlated
with anxiety symptoms, r = 0.45, p = 0.01, and with ADHD
symptoms, r = 0.50, p < 0.01, supporting that both anxiety
and ADHD symptoms may serve as potential mediators.
For our analyses, the ASD sample was further divided
into those with low (n = 24) vs. high (n = 7) disruptive
behavior based on the cutoffs in the ODD subscale (>13
in CSI-4 and >12 in ASI-4R) [61, 62]. As seen in Table 2,
the two ASD subgroups were statistically comparable on
autism symptom severity, p = 0.12, but significantly dif-
ferent on disruptive behavior, anxiety symptoms, and
ADHD symptoms, ps < 0.05.
fMRI experimental design
Participants were scanned while viewing coherent and
scrambled point-light displays of biological motion created
from motion capture data. The coherent biological (BIO)
motion displays featured an adult male actor performing
movements and contain 16 points corresponding to major
joints. The scrambled (SCR) motion animations were
created by randomly plotting the trajectories of all the 16
points from the coherent biological motion displays on a
black background (see Fig. 1 for an example). Thus, the co-
herent and scrambled displays contained the same local
motion information, but only the coherent displays con-
tained the configuration of a person [15]. Stimuli were pre-
sented using E-Prime 2.0 software (Psychological Software
Tools, Pittsburgh, PA, USA) during the scan. Six coherent
biological motion clips (BIO) and six scrambled motion
clips (SCR) were presented once each in an alternating
block design (time per block, ~24 s). The experiment began
with a 20-s fixation period and ended with a 16-s fixation
period. The total duration was about 328 s. The movies
were presented without audio. The participants were asked
to watch the videos and reminded to remain still and alert.
Imaging acquisition
Scanning was performed on a Siemens MAGNETOM
Trio, A Tim System 3 T scanner at the Yale Magnetic
Resonance Research Center. For each participant, a
structural MRI image was acquired with a 32-channel
head coil, a T1-weighted MPRAGE sequence, and the
following parameters: 160 sagittal slices; TR = 1900 ms;
TE = 2.96 ms; flip angle = 9°; slice thickness = 1.00 mm;
voxel size = 1 × 1 × 1 mm3; matrix = 256 × 256; and field
of view = 256 × 256 mm2. Afterwards, BOLD T2*-
weighted functional MRI images for the biological mo-
tion task were acquired using the following parameters:
164 volumes; TR = 2000 ms; TE = 25 ms; flip angle = 60°;
slice thickness = 4.00 mm; voxel size = 3.44 × 3.44 ×
4.00 mm3; matrix = 64 × 64; field of view = 220 ×
220 mm2; number of slices per volume = 34; and inter-
leaved acquisition.
Fig. 1 Example of fMRI stimuli used in the current study
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Imaging processing
The T1-weighted MPRAGE structural scan was seg-
mented by SPM12 into gray matter, white matter (WM),
and cerebrospinal fluid (CSF) images. This method has
been shown to be highly accurate and has little bias
when compared to manual measurement [64].
The fMRI data were processed using FSL [65] v5.0.8
and the participant-level preprocessing steps followed a
standardized processing stream described in the paper of
ICA-AROMA (ICA-based strategy for Automatic Removal
of Motion Artifacts) [66] and consisted of the following: (1)
motion correction using MCFLIRT, (2) interleaved slice
timing correction, (3) BET brain extraction, (4) grand mean
intensity normalization for the whole 4D data set, (5) spatial
smoothing with 5 mm FWHM, (6) data denoising with
ICA-AROMA [66], which uses a robust set of theoretically
motivated temporal and spatial features to remove motion-
related spurious noise, (7) nuisance regression using time-
series for WM and CSF signal to remove residual, physio-
logical noise, and finally (8) high-pass temporal filtering
(100 s). The first 4 s were discarded to establish T1 equilib-
rium. Registration of the fMRI data was performed using
both the subject’s structural scan and then the Montreal
Neurological Institute (MNI152) standard brain. Prepro-
cessed data were then pre-whitened using FSL’s FILM to re-
move time series autocorrelation.
To model the BIO and SCR conditions, the timing of
the corresponding blocks was convolved with the default
gamma function (phase = 0 s, standard deviation = 3 s,
mean lag = 6 s) with temporal derivatives. Fixation was
modeled as an implicit baseline. The two participant-
level contrasts of interest were BIO > SCR and fixation >
BIO, which served as inputs for the subsequent mass
univariate voxel-wise group-level GLM (General Linear
Model) analyses. Because there was a wide age range in
the participants, age was included as a covariate of no
interest. To control for the possibility that IQ may alter
the difficulty of processing biological motion [67], IQ
was also included as a covariate of no interest.
Group-level GLM analyses
The group-level GLM analyses were conducted using
mixed-effects modeling by FSL’s FLAME (FMRIB’s
Local Analysis of Mixed Effects) 1 + 2 algorithm to en-
sure that the results are generalizable to the popula-
tion and are the most accurate estimate of activation.
Because the research is pioneering and the first of its
kind in ASD and it is desirable not to miss possible
true effects [68], while there were only 7 participants
in the subgroup of ASD with high ODD, the analyses
were based on a relatively lenient cluster-defining
threshold (CDT) of Z > 1.96 and corrected for multiple
comparisons with a cluster-level significance threshold
of p < 0.05. Information about the surviving clusters
was reported, including the anatomical regions covered by
the clusters based on the Automated Anatomical Labeling
v2 (AAL2) atlas [69], the coordinates of the peak voxels
within each of the anatomical regions, and the Z-statistics
associated with the peak voxels. Voxel size = 2 × 2 ×
2 mm3. Age and IQ were controlled for as covariates of
no interest in all analyses. Continuous variables were
mean-centered before included in the group-level GLM
analyses.
To understand the neural basis of disruptive behavior
in children with ASD, we first analyzed between-group
differences on the fMRI contrast of social perception
(BIO > SCR) and then on the contrast of DMN deacti-
vation (fixation > BIO). The between-group analyses
were based on the following group-level GLM equa-
tions (1) and (2), where y is the voxel-level activation,
β’s are the parameter estimates, and ε is the residual.
These GLM equations were estimated on the two con-
trasts respectively, namely, social perception (BIO >
SCR) and DMN deactivation (fixation > BIO).
GLM (1): y = β1 × (TD = 1; otherwise = 0) + β2 × (ASDAll
= 1; otherwise = 0) +β3 × age + β4 × IQ + ε
GLM (2): y = β1 × (TD= 1; otherwise = 0) + β2 × (ASDLow-
ODD = 1; otherwise = 0) + β3 × (ASDHigh-ODD = 1; otherwise
= 0) + β4 × age + β5 × IQ + ε
Next, within the ASD sample, we analyzed the
neural correlates of disruptive behavior and autism
symptom severity, respectively. However, ODD total
scores (tapping disruptive behavior) and SRS total
raw scores (tapping autism symptom severity) were
marginally correlated, r = 0.32, p = 0.08, suggesting
that the two measures were differentiable but also
partly overlapped. To be comprehensive, we exam-
ined the effects of ODD total scores and SRS total
raw scores first separately and then simultaneously
by covarying out the effects of the other dimension.
The within-ASD analyses were based on the following
GLM equations (3), (4), and (5). These GLM equations
were estimated on the two contrasts respectively, namely,
the contrast of social perception (BIO > SCR) and that of
DMN deactivation (fixation > BIO).
GLM (3): y = β0 + β1 × age + β2 × IQ + β3 × SRStotal-
raw-scores + ε
GLM (4): y = β0 + β1 × age + β2 × IQ + β3 × ODDtotal-
scores + ε
GLM (5): y = β0 + β1 × age + β2 × IQ + β3 × SRStotal-
raw-scores + β4 × ODDtotal-scores + ε
Finally, to explore how anxiety and ADHD symptoms,
respectively, mediated the neural correlates of disruptive
behavior, we relied on the well-established procedure
described in the literature [70] and the following GLM
equations (6) and (7). These GLM equations were
estimated on the contrast of DMN deactivation (fix-
ation > BIO).
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GLM (6): y = β0 + β1 × age + β2 × IQ + β3 ×ODDtotal-scores
+ β4 × Anxietysymptoms + ε
GLM (7): y = β0 + β1 × age + β2 × IQ + β3 ×ODDtotal-scores
+ β4 × ADHDsymptoms + ε
Power considerations
Our fMRI power analyses involve calculations for the
number of participants needed to detect the group dif-
ference between TD and ASD on this contrast of BIO >
SCR. Our prior study of biological motion perception
[3] showed large group differences (Cohen’s d ≥ 1.5) in
25 children with ASD relative to 17 TD controls in the
right pSTS, right amygdala, right FFG, right IFG, and
ventromedial prefrontal cortex. According to G*Power
[71], at α = 0.05, two-sided, with 17 TD and 7–31 ASD
participants, we would have 89.1–99.8% power to detect
the between-group difference. This ensures that this
study is sufficiently powered to test group differences on
the contrast of BIO > SCR. In contrast, for the novel
contrast of fixation > BIO, there was no prior study avail-
able to calculate the required sample size, and we tested
its effects in this study for the first time, although our
confidence was boosted because several recent studies
have consistently suggested that DMN alternation is
implicated in children and adolescents with disruptive
behavior [42–45].
Results
Between-group differences on the contrast of social
perception (BIO > SCR)
To limit the inferential space to regions showing group
main effects, we masked the analysis by a combined,
inclusive (TD∪ASD; the union of the two sets) mask
consisting of regions that showed main effects for BIO >
SCR within either group (see Additional file 1). Here, we
found that boys with ASD relative to TD controls have
reliably weaker activation in the pSTS and FFG regions
on the right hemisphere (Fig. 2a; Table 3). Interestingly,
the hypoactivation in these two regions was largely un-
affected by the presence of disruptive behavior, as both
ASD with low disruptive behavior and ASD with high
disruptive behavior showed similar hypoactivation in
these regions (Fig. 2b, c; Table 3), and direct comparison
between ASD with high vs. low disruptive behavior on
this contrast revealed no regions of significant differ-
ence. In brief, the between-group results on the con-
trast of BIO > SCR showed that ASD is characterized
by hypoactivation in specific social perception regions,
while ASD with high or low disruptive behavior exhib-
ited similar hypoactivation in these regions.
Between-group differences on the contrast of DMN
deactivation (fixation > BIO)
To ensure that the results can be readily interpreted as
DMN deactivation, the between-group analysis on the
contrast of DMN deactivation (fixation > BIO) was
masked by a DMN mask [26]. The DMN mask was well
established in the literature with 1000 healthy young
adults and includes several key DMN regions, including
(but not limited to) the ventral medial prefrontal cor-
tex, the dorsal medial prefrontal cortex, the posterior
cingulate cortex, and adjacent precuneus plus the lat-
eral parietal cortex [26, 27]. Furthermore, to limit the
inferential space to regions showing group main effects,
we masked the analysis by a combined, inclusive
(TD∪ASD; the union of the two sets) mask consisting
of regions that showed main effects for fixation > BIO
within the DMN within either group (see Additional
file 1). Here, our analyses revealed that TD and ASD
had comparable deactivations across multiple DMN
regions (see Additional file 2), while there was no re-
gion showing significant group differences between TD
and ASD. Direct comparison between TD and ASD
with low disruptive behavior on this contrast also re-
vealed no regions of significant difference. However,
compared to TD (Fig. 3a) and ASD with low disruptive
Fig. 2 Between-group results on the contrast of social perception (BIO > SCR). BIO, biological motion; SCR, scrambled motion; pSTS, posterior
superior temporal sulcus; R, right hemisphere; TD, typically developing; ASD, autism spectrum disorder; ODD, oppositional defiant disorder. a
TD > ASDAll. b TD > ASDLow-ODD. c TD > ASDHigh-ODD
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behavior (Fig. 3b), respectively, ASD with high dis-
ruptive behavior (Fig. 3c) exhibited more restricted
regions of DMN deactivation. This is supported by
direct comparison between ASD with high vs. low
disruptive behavior, which showed that ASD with
low (vs. high) disruptive behavior had significantly
greater deactivation in several DMN regions such as
the medial prefrontal cortex and the inferior parietal
gyrus (Table 4). Furthermore, at a more liberal
threshold (Z > 1.96, p < 0.05, uncorrected; minimum
clusters = 17 voxels), direct comparison between TD
and ASD with high disruptive behavior support that
TD had significantly greater deactivation in several
DMN regions including the right angular gyrus, the
left supramarginal gyrus, the bilateral anterior cingu-
late gyri. In brief, the between-group results on the
contrast of DMN deactivation showed that ASD with
high disruptive behavior exhibited more restricted
and less DMN deactivation, when compared to ASD
with low disruptive behavior or TD.
Neural correlates of disruptive behavior and autism
symptom severity within ASD
The first analysis was on the contrast of social percep-
tion (BIO > SCR). As in the between-group analyses, we
masked the analysis by a combined, inclusive (TD∪ASD)
mask consisting of regions that showed main effects for
BIO > SCR within either group (see Additional file 1).
First, when ODD total scores and SRS total raw scores
were examined separately, the analysis did not reveal
any regions showing either positive or negative correla-
tions between ODD total scores and the contrast of
BIO > SCR, and there were no regions showing positive
correlations with SRS total raw scores on this contrast,
either. However, we found reliable negative correlations
between SRS total raw scores and the contrast of BIO >
SCR in the right IFG (694 voxels; see Additional file 3).
Second, when ODD total scores and SRS total raw
scores were examined simultaneously, there were also
no regions showing either positive or negative correla-
tions between ODD total scores and the contrast of
Table 3 Peaks of regions in which the contrast of social perception (BIO > SCR) exhibited TD > ASD group differences
TD > ASDAll TD > ASDLow-ODD TD > ASDHigh-ODD
Anatomical regions x y z Z x y z Z x y z Z
Angular gyrus R 34 −60 42 3.09 34 −58 42 4.13
Fusiform gyrus R 34 −44 −4 2.72 42 −54 −16 2.56 34 −44 −4 2.82
Hippocampus R 36 −34 −4 3.11
Inferior occipital gyrus R 52 −78 −4 3.60 46 −86 −2 3.61
Middle occipital gyrus R 38 −92 8 4.38 44 −88 6 4.35 34 −62 38 2.87
Inferior parietal gyrus R 38 −54 40 2.71 36 −54 42 3.38
Supramarginal gyrus R 38 −42 42 3.06
Inferior temporal gyrus R 58 −64 −14 3.93 58 −64 −14 3.68 42 −58 −8 3.15
Middle temporal gyrusa R 56 −72 0 3.95 56 −72 0 3.97 44 −68 16 3.37
Coordinates are in MNI152 mm space. Results were thresholded at Z > 1.96 (p < 0.05) and corrected for multiple comparisons at the cluster level (p < 0.05)
R right, BIO biological motion, SCR scrambled motion, ODD oppositional defiant disorder
aThe hypoactivation in the right posterior superior temporal sulcus (pSTS) was detected in all these three comparisons (see Fig. 2). Because the right pSTS is not
one of the pre-defined anatomical regions of the AAL2 atlas, it was not listed here. In our results, the hypoactivation in the right pSTS was primarily in
the anatomical region of the right middle temporal gyrus
Fig. 3 Group-based results on the contrast of DMN deactivation (fixation > BIO). DMN, default mode network; BIO, biological motion. a TD.
b ASDLow-ODD. c ASDHigh-ODD
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BIO > SCR, and there were also no regions showing
positive correlations with SRS total raw scores on this
contrast. However, there were reliable negative correla-
tions between SRS total raw scores and the contrast of
BIO > SCR in the right pSTS and IFG (1426 voxels; Fig. 4;
Table 5), such that children and adolescents with more
severe autism symptoms showed less neural activations
in these social perception regions. Importantly, the
regions showing negative correlations between SRS total
raw scores and the contrast of BIO > SCR—whether SRS
total raw scores and ODD total scores were examined
separately or simultaneously—were the same regions
where social perception activation has been shown to be
weaker in ASD (vs. TD) children [2–4]. In brief, con-
sistent with the between-group results, the within-ASD
results on the contrast of BIO > SCR showed that as
autism symptom severity increases, activation decreases
in key social perception regions, whereas there was no
evidence that disruptive behavior is associated with
social perception activation.
The second analysis was based on the contrast of
DMN deactivation (fixation > BIO). As in the between-
group analyses, we masked the analysis by a combined,
inclusive (TD∪ASD) mask consisting of regions that
showed main effects for fixation > BIO within the
DMN within either group (see Additional file 1). First,
when ODD total scores and SRS total raw scores were
examined separately, the analysis did not reveal any
regions showing either positive or negative correla-
tions between SRS total raw scores and the contrast of
fixation > BIO, and there were no regions showing
positive correlations with ODD total scores on this
contrast, either. However, we found reliable negative
correlations between ODD total scores and the con-
trast of fixation > BIO in the medial prefrontal cortex
(MPFC) and lateral parietal cortex (LPC) (1277 voxels;
Fig. 5; Table 6), such that children with more disrup-
tive behavior showed less DMN deactivation in these
regions. Second, when ODD total scores and SRS total
raw scores were examined simultaneously, there were
also no regions showing either positive or negative
correlations between SRS total raw scores and the
contrast of fixation > BIO, and there were also no regions
showing positive correlations with ODD total scores on
this contrast. However, there were reliable negative corre-
lations between ODD total scores and the contrast of
fixation > BIO in the left LPC (700 voxels; see Additional
file 4). Notably, the regions showing negative correlations
between ODD total scores and the contrast of fixation >
BIO—whether SRS total raw scores and ODD total scores
were examined separately or simultaneously—are com-
pletely non-overlapped with the regions that showed
negative correlations between the contrast of BIO > SCR
and SRS total raw scores. In brief, consistent with the
between-group results, the within-ASD results on the
contrast of DMN deactivation (fixation > BIO) showed
that as disruptive behavior increases, DMN deactivation
decreases in specific regions, whereas there is no evidence
that autism symptom severity is associated with DMN
deactivation.
Fig. 4 Neural correlates of autism symptom severity on the contrast of social perception (BIO > SCR) in ASD. Autism symptom severity was based
on Social Responsiveness Scale (SRS) total raw scores, while controlling for oppositional defiant disorder (ODD) scores. Left panel illustrates the
brain regions showing significant correlates. Right panel is the scatterplot of autism symptom severity (x-axis) and the average activations to
BIO > SCR in these social perception brain regions (y-axis; unit: percent signal change), with a regression line and the 95% confidence intervals.
BIO, biological motion; SCR, scrambled motion; pSTS, posterior superior temporal sulcus; IFG, inferior frontal gyrus. ***p < 0.001
Table 4 Peaks of DMN regions in which the contrast of DMN
deactivation (fixation > BIO) exhibited ASDLow-ODD > ASDHigh-ODD
group differences
Anatomical regions x y z Z
Angular gyrus L −42 −58 40 3.46
Anterior cingulate and paracingulate gyri L −2 42 6 3.14
R 6 36 8 2.85
Superior frontal gyrus, medial L −8 62 8 2.96
Inferior parietal gyrus L −50 −58 46 2.81
Supramarginal gyrus L −56 −52 32 2.69
Coordinates are in MNI152 mm space. Results were thresholded at Z > 1.96
(p < 0.05) and corrected for multiple comparisons at the cluster level (p < 0.05)
L left, R right, BIO biological motion, ODD oppositional defiant disorder
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Based on the results from the second analysis showing
the link between disruptive behavior and less deactivation
in specific DMN regions in ASD, we further explored pos-
sible underlying mechanisms that might help explain this
link. Specifically, we tested whether anxiety and ADHD
symptoms, respectively, might mediate this link.
For anxiety symptoms, first, there was a significant
correlation between disruptive behavior and anxiety
symptoms, r = 0.45, t(29) = 2.72, p = 0.01, supporting the
potency of anxiety symptoms as a mediator. Second,
when we entered disruptive behavior and anxiety symp-
toms simultaneously as independent variables in GLM
equation (6) on the contrast of DMN deactivation (fix-
ation > BIO), and masked the analysis by the specific
regions that showed the link between disruptive behavior
and less DMN deactivation, the analysis revealed that
anxiety symptoms partially mediated the link within the
DMN in a cluster (188 voxels, 1504 mm3) primarily
localized within the anterior cingulate cortex (ACC)
and the medial part of the superior frontal gyrus
(Fig. 6; Table 7), the completely standardized indirect
effect = −0.26, 95% CI = [−0.43, −0.11], Sobel’s Z =
−2.24, p = 0.03.
Finally, for ADHD symptoms, first, there was a signifi-
cant correlation between disruptive behavior and ADHD
symptoms, r = 0.50, t(29) = 3.11, p < 0.01, supporting the
potency of ADHD symptoms as a mediator. Second,
when we entered disruptive behavior and ADHD symp-
toms simultaneously as independent variables in GLM
equation (7) on the contrast of DMN deactivation (fix-
ation > BIO), and masked the analysis by the specific
regions that showed the link between disruptive behavior
and less DMN deactivation, the analysis revealed that
ADHD symptoms partially mediated the link within the
DMN in a cluster (57 voxels, 456 mm3) primarily localized
in ACC (Fig. 6; Table 7), the completely standardized
indirect effect = −0.24, 95% CI = [−0.55, −0.07], Sobel’s Z
= −2.17, p = 0.03. There was a small overlapped region
(25 voxels, 200 mm3) between the mediating regions of
anxiety symptoms (13.30%) and those of ADHD symp-
toms (43.86%). In brief, these results provide the evidence
that both anxiety and ADHD symptoms partially and
focally mediated the link between disruptive behavior and
less DMN deactivation in ASD.
Analyses on the contrast of fixation > SCR and that of
SCR > BIO
While the contrast of fixation > BIO showed large regions
of DMN deactivation and was useful in revealing the
neural basis of disruptive behavior in ASD, it remained
unclear to what extent the results were specific to this
contrast. To address this issue, we conducted follow-up
analyses using GLM equations (1) and (4) on the contrast
of fixation > SCR and that of SCR > BIO, respectively.
First, on the contrast of fixation > SCR, the results showed
that there were no DMN regions in the TD group and
Fig. 5 Neural correlates of disruptive behavior on the contrast of DMN deactivation (fixation > BIO) in ASD. Disruptive behavior was based on
oppositional defiant disorder (ODD) scores, without controlling for Social Responsiveness Scale (SRS) total raw scores. Left panel illustrates the
brain regions showing significant correlates. Right panel is the scatterplot of disruptive behavior (x-axis) and the average DMN deactivations to
fixation > BIO in these brain regions (y-axis; unit: percent signal change), with a regression line and the 95% confidence intervals. DMN, default
mode network; BIO, biological motion; MPFC, medial prefrontal cortex; LPC, lateral parietal cortex. ****p < 0.0001
Table 5 Peaks of regions where the contrast of social perception
(BIO > SCR) was negatively correlated with autism symptom
severity
Anatomical regions x y z Z
Inferior frontal gyrus, opercular part R 40 8 32 4.38
Inferior frontal gyrus, triangular part R 36 20 24 4.51
Middle frontal gyrus R 36 20 22 3.73
Precentral gyrus R 42 6 32 3.80
Supramarginal gyrus R 50 −40 30 3.51
Middle temporal gyrus R 60 −60 6 3.31
Superior temporal gyrus R 52 −48 20 3.43
Autism symptom severity was based on Social Responsiveness Scale (SRS)
total raw scores while controlling for oppositional defiant disorder (ODD)
scores. Coordinates are in MNI152 mm space. Results were thresholded at Z >
1.96 (p < 0.05) and corrected for multiple comparisons at the cluster
level (p < 0.05)
R right, BIO biological motion, SCR scrambled motion
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relatively limited DMN regions in the ASD group (see
Additional file 5), while there were no DMN regions
showing the link between ODD total scores and less
DMN deactivation in ASD on this contrast. Second, on
the contrast of SCR > BIO, the results showed that there
were also large DMN regions in both TD and ASD groups
and the regions were similar to the findings with fixation >
BIO, while there were also negative correlations between
ODD total scores and less DMN deactivation in ASD in
the MPFC and left LPC regions (see Additional file 5).
Discussion
Disruptive behavior in children with ASD is an import-
ant clinical problem, and the symptoms often impact
overall functioning and exacerbate psychosocial impair-
ment [14]. Better defining the neural basis of disruptive
behavior in ASD and its relationship with the core
symptoms of ASD may help identify targets for more
effective treatment (e.g., improved and more specific be-
havioral and pharmacological interventions). To our
knowledge, the current study is the first to examine the
neural underpinning of disruptive behavior in ASD.
In terms of neural correlates, our results first showed
that as expected, the ASD group (vs. TD)—whether it
was the overall ASD sample, or ASD subgroups of high
or low disruptive behavior—consistently showed hypoac-
tivation in well-established social information processing
regions such as the right pSTS and FFG, while providing
no evidence that hypoactivation in ASD in these regions
changes as a function of disruptive behavior. This pro-
vides extended support that hypoactivation in the social
perception circuitry is tied with core ASD symptoms
[2–4] and provides preliminary evidence that the
hypoactivation can be observed across high or low
levels of disruptive behavior.
Furthermore, as expected, the contrast of fixation >
BIO revealed large regions of DMN deactivation in both
TD and ASD groups. Within these regions, we found
that ASD with high disruptive behavior (vs. ASD with
low disruptive behavior or TD) showed more restricted
regions and less DMN deactivation, suggesting that
DMN deactivation in ASD changes as a function of dis-
ruptive behavior and that there is DMN abnormality in
the ASD subgroup with high disruptive behavior. In
addition, consistent with the between-group findings,
the within-ASD dimensional analyses showed that
whereas autism symptom severity (but not disruptive
behavior) was uniquely associated with less social
perception activation in the right pSTS and IFG, disrup-
tive behavior (but not autism symptom severity) was
uniquely associated with less DMN deactivation in the
MPFC and LPC. In brief, the results provide the doubly
dissociable evidence that disruptive behavior and autism
Fig. 6 Anxiety symptoms and ADHD symptoms, respectively, mediated the link between disruptive behavior and less DMN deactivation in ASD.
Left panel illustrates the brain regions showing the mediation effects. Right panel illustrates the corresponding mediation models. DMN, default
mode network. *p < 0.05 **p < 0.01 ***p < 0.001
Table 6 Peaks of regions in which the contrast of DMN
deactivation (fixation > BIO) was negatively correlated with
disruptive behavior within ASD
Anatomical regions x y z Z
Angular gyrus L −42 −58 40 3.27
Anterior cingulate and paracingulate gyri L 0 40 26 3.04
R 4 42 26 2.81
Superior frontal gyrus, medial orbital L −10 56 −2 2.52
Superior frontal gyrus, medial L 0 42 26 3.01
Inferior parietal gyrus L −52 −58 48 3.46
Supramarginal gyrus L −60 −50 34 3.24
Disruptive behavior was based on oppositional defiant disorder (ODD) scores,
without controlling for Social Responsiveness Scale (SRS) total raw scores.
Coordinates are in MNI152 mm space. Results were thresholded at Z > 1.96
(p < 0.05) and corrected for multiple comparisons at the cluster level (p < 0.05)
L left, R Right, BIO biological motion, DMN default mode network
Yang et al. Journal of Neurodevelopmental Disorders  (2017) 9:1 Page 11 of 17
symptom severity in children and adolescents with ASD
have distinct, separable neural bases. Critically, these
findings imply that differential treatment should be pro-
vided to treat disruptive behavior in ASD and the treat-
ment could aim at improving DMN functions (e.g.,
[72]), while DMN deactivation may also be tested as a
neural predictor or mechanism of behavioral response to
treatment [73].
While the contrast of fixation > BIO is useful in revealing
the neural basis of disruptive behavior in ASD, follow-up
analyses on the contrasts of fixation > SCR and SCR > BIO
provide additional insights into its generality. First, on the
contrast of fixation > SCR, there were relatively limited
DMN deactivations in the ASD group, and no regions of
DMN deactivations in the TD group. This suggests that
SCR (vs. fixation) may not be as critically cognitively de-
manding and requiring active suppression of self-referential
thoughts as BIO (vs. fixation) and may be ill-suited to test
the neural basis of disruptive behavior in ASD. Second, on
the contrast of SCR > BIO, there were also large regions of
DMN deactivation in either TD or ASD group, and within
the ASD group, disruptive behavior was negatively corre-
lated with DMN deactivation in MPFC and LPC. This
suggests that the contrast of SCR > BIO is also useful in de-
tecting DMN deactivation and revealing the neural basis of
disruptive behavior in ASD. However, we argue that the
contrast of fixation > BIO affords a more straightforward
interpretation of DMN deactivation than SCR > BIO
because fixation (compared to SCR) involves relatively
minimal external stimuli.
In the within-ASD dimensional analyses, it is intriguing
that SRS total raw scores and ODD total scores were
found to be marginally correlated in ASD. While this sug-
gests some discriminant validity of these two entities and
that disruptive behavior is a relatively distinct comorbidity
of ASD, rather than just a manifestation of the core symp-
toms of ASD, the finding also suggests that there was
some overlap in the two measures. This is consistent with
the past findings that SRS-parent total scores were higher
in clinical populations with ADHD and/or conduct disor-
ders (CD) [60] and SRS-parent total scores were better at
differentiating ASD and TD than differentiating ASD and
ODD/CD [74]. One possible explanation is that the SRS-
parent total scores may measure social impairments in
general, rather than exclusively ASD symptomatology, and
it is likely that a child or adolescent with high ODD would
also have affected social skills and thus elevated SRS total
scores. Accordingly, a purer measure of autism symptom
severity might be SRS total raw scores partialling out
ODD total scores. Although speculative, this possibility is
consistent with our finding that before we controlled for
ODD total scores, SRS total raw scores were found to
relate to less social perception activation in only the right
IFG; however, after controlling for ODD total scores, less
social perception activation was found in the right IFG as
well as the right pSTS. By the same logic, partialling out
SRS total raw scores would potentially remove some
variance of disruptive behavior in the ODD total scores.
Again, although speculative, this possibility is consistent
with our finding that before we controlled for SRS total
raw scores, ODD total scores were found to relate to less
DMN deactivation in the LPC and MPFC; however, after
controlling for SRS total raw scores, less DMN deactiva-
tion was found only in the LPC.
While it remains a matter of debate whether disruptive
behavior in children with ASD is an epiphenomenon
(i.e., pleiotropic manifestations of the ASD diathesis),
phenocopy (i.e., induced by living in an environment
due to having ASD symptoms), or co-morbid psychiatry
entity that is distinct from ASD itself, previous literature
shows that the psychopathology of children with disrup-
tive behavior is similar between ASD and non-ASD
control samples [63], which suggests that the etiology of
disruptive behavior in ASD may be separable from that
of the core symptoms of ASD. Our results are consistent
with this previous behavioral finding and further provide
Table 7 Peaks of regions where ADHD and anxiety symptoms mediated the link between disruptive behavior and less DMN
deactivation in ASD
Mediator Anatomical regions x y z Z
Anxiety symptoms Anterior cingulate and paracingulate gyri L −10 38 10 3.11
R 6 38 28 2.67
Middle cingulate and paracingulate gyri R 2 36 30 2.63
Superior frontal gyrus, medial L −2 38 28 2.69
R 4 42 32 2.63
ADHD symptoms Anterior cingulate and paracingulate gyri L 2 38 14 3.16
R 6 38 28 2.39
Middle cingulate and paracingulate gyri R 2 36 30 2.76
Superior frontal gyrus, medial L 2 34 32 2.78
Coordinates are in MNI152 mm space. Results were thresholded at Z > 1.96 (p < 0.05) and corrected for multiple comparisons at the cluster level (p < 0.05)
L left, R right, DMN default mode network
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the first neural evidence that the endophenotype of dis-
ruptive behavior in ASD is differentiable from that of
core ASD symptoms in ASD.
Our results also showed that anxiety and ADHD symp-
toms, respectively, mediate the link between disruptive
behavior and less DMN deactivation in ASD in the MPFC
and ACC, with ADHD symptoms playing more of a role
in the ACC, and anxiety symptoms in both ACC and
MPFC. The ACC has been implicated in stimulus selec-
tion (focusing attention) and response selection (related to
inhibiting impulsivity) and dysfunctional in ADHD [75].
The MPFC has been implicated in self-referential process-
ing and self-esteem or positive/negative self-endorsement
and dysfunctional in anxiety disorder [76, 77]. Our find-
ings thus help explain the possible neural mechanisms of
how disruptive behavior in ASD is related to less DMN
deactivation, and may provide targets for even more
precise interventions in ASD children with disruptive
behavior. It should be noted that the evidence for the
mediating effects is limited to MPFC and ACC but not
other DMN regions such as LPC. Indeed, more research is
needed to understand the full neural mechanisms under-
lying disruptive behavior in ASD.
Currently, the Food and Drug Administration (FDA)
has approved two atypical antipsychotic drugs for treat-
ing irritability and disruptive behavior associated with
autism: risperidone [78, 79] and aripiprazole [80, 81].
However, neither drug has been shown to be effective in
improving the core ASD symptoms, particularly social
communicative impairments [82]. Our results suggest
that disruptive behavior and core ASD symptoms have
distinct and separable neural processes, which leads to
the hypothesis that the neural mechanisms of these two
drugs are specifically related to the DMN but not the
social perceptual processes; future research can test this
hypothesis. Furthermore, our results provide the evi-
dence that social perceptual neural processes should be
the target for treating core ASD symptoms. Recently, for
example, oxytocin was found to improve brain function
in children with ASD [83] in the same brain regions
identified as underlying social perception in the current
study (pSTS and IFG). In sum, the neural bases revealed
in this research may serve as differential neurobiological
markers when developing or evaluating behavioral and
pharmacological interventions in ASD.
As it is characterized by frequent angry outburst and irrit-
ability, disruptive behavior may be more broadly related to
mood dysregulation [84] as well as poor self-regulation
[85], including deficits in self-monitoring, self-control, and
self-management [86–88]. While our biological motion task
provides a window into DMN deactivation, it awaits to be
tested how disruptive behavior in ASD may be related to
other self-regulatory neural systems, such as the meta-
cognitive system [89], the orbitofrontal-amygdala circuit
[90], the executive functioning circuit [91]. Similarly, while
our task may be more cognitive, an important future direc-
tion is to use a task that may more actively induce frustra-
tion and requires mood regulation (e.g., a Go/No-Go task
with high difficulty [92]), which may require proper func-
tioning of the paralimbic system that regulates motivation
and affect [93]. Future works may consider these directions.
Limitations
Several limitations are important to consider in this re-
search. First, recently, it has been shown that there may
be higher false positive rates when the fMRI parametric
analyses are based on a weaker CDT in single studies,
except for FSL’s FLAME1 [94]. Our confidence in the
current results is boosted because we used FSL’s FLAME1
+ 2 to estimate the results, the peak voxel-level signifi-
cance in our results is mostly very high, Z > 3.09, p <
0.001, the effects were hypothesized rather than com-
pletely data-driven, and importantly, the results replicate
the past findings that ASD is associated with social per-
ception deficits [2–4] and disruptive behavior is associated
with DMN abnormality [42–45], while replication is a
widely accepted method for establishing true effects [68].
Nonetheless, future works should use a more stringent
CDT in order to reduce the concern of Type I error,
which will also require a larger sample as well in order to
reduce Type II error [95]. Second, out of the 31 partici-
pants with ASD, only 7 (23%) were high ODD. The sam-
ple size of this critical subgroup is relatively small and
future work should include a larger ASD sample with high
ODD to further establish the between-group findings.
Nevertheless, this subgroup was based on clinically
meaningful cutoffs, the percentage is consistent with
the prevalence of disruptive behavior disorder in
children with ASD [10], and the between-group analysis
involving the subgroup was not standalone but further
supported by the within-ASD dimensional analysis.
Third, about 35% of the participants also participated
in a prior imaging study [3] that investigated the neural
basis of ASD. Future research should recruit completely
independent samples to further test the neural basis of
ASD, although the majority (65%) of the data did not
overlap with that study and the current research pro-
vided a preliminary, yet incremental understanding that
hypoactivation in the key social perception regions can
be observed in ASD subgroups with high or low levels
of disruptive behavior.
Fourth, the current design was non-factorial and there
were no participants of high ODD without ASD; future
work can test whether the observed effect of disruptive
behavior on less DMN deactivation also holds in a non-
ASD population. Fifth, all ratings of clinical symptoms
were made by parental reports (SRS, ODD, anxiety,
ADHD), which is a limitation of the methodology; only
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one perspective of the child was obtained, and it is
possible that parents may not fully appreciate the subtle
differences in symptomatology between ASD and other
common comorbidities, such as reduced attention as a
function of ASD, not necessarily a pure deficit in atten-
tion. Future works should include both parental and
clinician ratings. Sixth, we used the biological motion
task to tap into DMN deactivation. However, the fixation
periods were relatively short and were at special loca-
tions (20 s at beginning and 16 s at the end), and the
BIO may be only moderately cognitively demanding.
Furthermore, it is primarily about DMN deactivation
and it remains unclear how the results may generalize to
DMN connectivity. Further research is needed to increase
the length of fixation periods, for example, by adding
jittered fixation periods between BIO and SCR blocks, use
a more cognitively demanding task, and should also test
whether the link between disruptive behavior and DMN
atypicality in ASD can be observed in other fMRI tasks
(e.g., [92]) or resting-state connectivity analyses (e.g.,
[96–99]).
Seventh, the current study included a sample of high
functioning individuals with ASD (IQ > 70). It is unclear
whether the findings could generalize to lower func-
tioning individuals with ASD [100]. Eighth, our sample
consists of children and adolescents 4–18 years of age,
and future works may test whether the findings could
generalize to adults with ASD [101]. Finally, all the
participants with ASD were male. Prevalence of mood
and anxiety disorders tends to be higher in girls with
ASD relative to boys with ASD, especially during ado-
lescence [102]. Future studies should expand the scope
of participants to include females with ASD to inform
gender-general or gender-specific neural correlates of
disruptive behavior in ASD.
Conclusions
Despite the limitations, the current study is the first to
investigate the neural underpinnings of disruptive be-
havior in ASD, which could lead to the development of
more precise medicine in ASD. Our results suggest that
while core ASD symptoms are related to hypoactivation
in the social perception circuitry, disruptive behavior in
ASD has a distinct neural basis that is separable from
core ASD symptoms and characterized by less deactiva-
tion in the DMN. Accordingly, differential treatments
should be provided to treat disruptive behavior in ASD.
For example, increasing DMN deactivation might be a
possible direction for developing novel neuroscience-
based interventions for disruptive behavior in ASD.
Furthermore, DMN deactivation may be used as a bio-
marker to evaluate or predict the effectiveness of be-
havioral and pharmacological treatments for disruptive
behavior in ASD.
Additional files
Additional file 1: Inclusive mask of the main effects on the contrast of
social perception (BIO > SCR) and that of DMN deactivation (fixation >
BIO). Inclusive (union) mask of the main effects within either TD or ASD
group: The contrast of social perception (BIO > SCR) and that of DMN
deactivation (fixation > BIO). (PDF 1314 kb)
Additional file 2: Brain regions showing DMN deactivations to
fixation > BIO in TD and ASD, respectively. Table showing the peaks of
regions of deactivation during biological motion vs. during fixation
(fixation > BIO) within the default mode network (DMN) in TD and ASD,
respectively. (PDF 77 kb)
Additional file 3: Neural correlates of Social Responsiveness Scale (SRS)
total raw scores without controlling for oppositional defiant disorder
(ODD) total scores on the contrast of social perception (BIO > SCR) in
ASD. Table and figure showing the negative correlation between SRS
total raw scores without controlling for ODD total scores and the average
social perception activations to BIO > SCR in ASD. (PDF 539 kb)
Additional file 4: Neural correlates of oppositional defiant disorder
(ODD) total scores, controlling for Social Responsiveness Scale (SRS) total
raw scores, on the contrast of DMN deactivation (fixation > BIO) in ASD.
Table and figure showing the negative correlation between ODD total
scores, controlling for SRS total raw scores, and the average DMN
deactivations to fixation > BIO in ASD. (PDF 523 kb)
Additional file 5: Results on the contrast of fixation > SCR and that of
SCR > BIO. (1) Group main effects of the contrast of fixation > SCR within
DMN; (2) group main effects of the contrast of SCR > BIO within DMN; (3)
neural correlates of oppositional defiant disorder (ODD) total scores
without controlling for Social Responsiveness Scale (SRS) total raw scores
on the contrast of SCR > BIO within DMN in ASD. (PDF 1599 kb)
Abbreviations
ACC: Anterior cingulate cortex; ADHD: Attention-deficit/hyperactivity
disorder; ADI-R: Autism Diagnostic Interview-Revised; ADOS: Autism
Diagnostic Observation Schedule; ASD: Autism spectrum disorder;
BIO: Biological motion; CDT: Cluster-defining threshold; DMN: Default
mode network; FFG: Fusiform gyrus; GLM: General linear model; IFG: Inferior
frontal gyrus; IQ: Intelligence quotient; LPC: Lateral parietal cortex; MPFC: Medial
prefrontal cortex; ODD: Oppositional defiant disorder; pSTS: Posterior superior
temporal sulcus; SCR: Scrambled motion; SRS: Social Responsiveness Scale;
TD: Typically developing
Acknowledgements
We thank the children and their families for their participation as well as the
research assistants in our lab, making this research possible.
Funding
Funding for this study came from Autism Science Foundation, Simons
Foundation (#383661), Women’s Health Research at Yale University (#1087045),
Deitz Family, Esme Usdan and Family, and Dwek Family to PV for interpreting
the data and writing the manuscript. This work was also supported by the
Harris Professorship to KAP for the design of the study and data collection and
an Autism Speaks Meixner Postdoctoral Fellowship in Translational Research
(#9284) to DY for conceiving the plan for data analysis, preparing the data for
analysis, and analyzing and interpreting the data as well as writing the
manuscript. In addition, we thank the Yale University Biomedical High
Performance Computing Center (NIH grants RR19895 and RR029676-01),
as the analysis was made possible by using the clusters at the center.
Availability of data and materials
The datasets during and/or analyzed during the current study are available
from the corresponding author on reasonable request.
Authors’ contributions
KAP designed the study and the fMRI stimuli. DY conceived the data analytical
plan, analyzed the data, interpreted the results, and was a major contributor in
writing and revising the manuscript. DGS, JL, ED, KAP, and PV helped to
interpret the results and write the manuscript. ED and JL also helped to
analyze the data. All authors read and approved the final manuscript.
Yang et al. Journal of Neurodevelopmental Disorders  (2017) 9:1 Page 14 of 17
Competing interests
The authors declare that they have no competing interests.
Consent for publication
Not applicable.
Ethics approval and consent to participate
This research was approved by the Human Investigation Committee at Yale
University. Written informed consent was obtained from each participant’s
parent(s), and assent was obtained from each participant.
Author details
1Autism and Neurodevelopmental Disorders Institute, The George
Washington University and Children’s National Health System, 2300 I St NW,
Washington, DC 20052, USA. 2Child Study Center, Yale University School of
Medicine, New Haven, CT 06519, USA. 3Division of Psychology and Language
Sciences, University College London, London WC1H 0AP, UK. 4Department of
Radiology and Biomedical Research Imaging Center, The University of North
Carolina at Chapel Hill, Chapel Hill, NC 27599, USA.
Received: 15 July 2016 Accepted: 4 January 2017
References
1. American Psychiatric A. Diagnostic and statistical manual of mental
disorders. 5th ed. Washington: American Psychiatric Association; 2013.
2. Yang DY, Rosenblau G, Keifer C, Pelphrey KA. An integrative neural model of
social perception, action observation, and theory of mind. Neurosci
Biobehav Rev. 2015;51:263–75.
3. Kaiser MD, Hudac CM, Shultz S, Lee SM, Cheung C, Berken AM, Deen B,
Pitskel NB, Sugrue DR, Voos AC, et al. Neural signatures of autism. Proc Natl
Acad Sci U S A. 2010;107:21223–8.
4. Bjornsdotter M, Wang N, Pelphrey K, Kaiser MD. Evaluation of quantified
social perception circuit activity as a neurobiological marker of autism
spectrum disorder. JAMA Psychiat. 2016;73:614–21.
5. Mattila ML, Hurtig T, Haapsamo H, Jussila K, Kuusikko-Gauffin S, Kielinen M,
Linna SL, Ebeling H, Bloigu R, Joskitt L, et al. Comorbid psychiatric disorders
associated with Asperger syndrome/high-functioning autism: a community-
and clinic-based study. J Autism Dev Disord. 2010;40:1080–93.
6. Simonoff E, Pickles A, Charman T, Chandler S, Loucas T, Baird G. Psychiatric
disorders in children with autism spectrum disorders: prevalence,
comorbidity, and associated factors in a population-derived sample. J Am
Acad Child Adolesc Psychiatry. 2008;47:921–9.
7. Maddox BB, White SW. Comorbid social anxiety disorder in adults with
autism spectrum disorder. J Autism Dev Disord. 2015;45:3949–60.
8. Yerys BE, Wallace GL, Sokoloff JL, Shook DA, James JD, Kenworthy L. Attention
deficit/hyperactivity disorder symptoms moderate cognition and behavior in
children with autism spectrum disorders. Autism Res. 2009;2:322–33.
9. Guttmann-Steinmetz S, Gadow KD, Devincent CJ. Oppositional defiant and
conduct disorder behaviors in boys with autism spectrum disorder with and
without attention-deficit hyperactivity disorder versus several comparison
samples. J Autism Dev Disord. 2009;39:976–85.
10. Kaat AJ, Lecavalier L. Disruptive behavior disorders in children and adolescents
with autism spectrum disorders: A review of the prevalence, presentation, and
treatment. Res Autism Spectrum Disorders. 2013;7:1579–94.
11. Burke JD, Loeber R, Birmaher B. Oppositional defiant disorder and conduct
disorder: a review of the past 10 years, part II. J Am Acad Child Adolesc
Psychiatry. 2002;41:1275–93.
12. Koegel RL, Koegel LK, Surratt A. Language intervention and disruptive behavior
in preschool children with autism. J Autism Dev Disord. 1992;22:141–53.
13. Reese RM, Richman DM, Belmont JM, Morse P. Functional characteristics of
disruptive behavior in developmentally disabled children with and without
autism. J Autism Dev Disord. 2005;35:419–28.
14. Pan PY, Yeh CB. The comorbidity of disruptive mood dysregulation disorder
in autism spectrum disorder. Psychiatry Res. 2016;241:108–9.
15. Johansso G. Visual-perception of biological motion and a model for its
analysis. Percept Psychophys. 1973;14:201–11.
16. Freitag CM, Konrad C, Haberlen M, Kleser C, von Gontard A, Reith W, Troje
NF, Krick C. Perception of biological motion in autism spectrum disorders.
Neuropsychologia. 2008;46:1480–94.
17. McKay LS, Simmons DR, McAleer P, Marjoram D, Piggot J, Pollick FE. Do
distinct atypical cortical networks process biological motion information in
adults with autism spectrum disorders? Neuroimage. 2012;59:1524–33.
18. Thurman SM, van Boxtel JJ, Monti MM, Chiang JN, Lu H. Neural adaptation
in pSTS correlates with perceptual aftereffects to biological motion and
with autistic traits. Neuroimage. 2016;136:149–61.
19. Koldewyn K, Whitney D, Rivera SM. Neural correlates of coherent and
biological motion perception in autism. Dev Sci. 2011;14:1075–88.
20. Shih P, Keehn B, Oram JK, Leyden KM, Keown CL, Muller RA. Functional
differentiation of posterior superior temporal sulcus in autism: a functional
connectivity magnetic resonance imaging study. Biol Psychiatry. 2011;70:270–7.
21. Klin A, Lin DJ, Gorrindo P, Ramsay G, Jones W. Two-year-olds with autism
orient to non-social contingencies rather than biological motion. Nature.
2009;459:257–U142.
22. Qin PM, Northoff G. How is our self related to midline regions and the
default-mode network? Neuroimage. 2011;57:1221–33.
23. Kelley WM, Wagner DD, Heatherton TF. In search of a human self-regulation
system. Annu Rev Neurosci. 2015;38:389–411.
24. Whitfield-Gabrieli S, Ford JM. Default mode network activity and
connectivity in psychopathology. Annu Rev Clin Psychol. 2012;8:49–76.
25. Anticevic A, Cole MW, Murray JD, Corlett PR, Wang X-J, Krystal JH. The role
of default network deactivation in cognition and disease. Trends Cogn Sci.
2012;16:584–92.
26. Yeo BT, Krienen FM, Sepulcre J, Sabuncu MR, Lashkari D, Hollinshead M,
Roffman JL, Smoller JW, Zollei L, Polimeni JR, et al. The organization of the
human cerebral cortex estimated by intrinsic functional connectivity. J
Neurophysiol. 2011;106:1125–65.
27. Raichle ME. The brain's default mode network. Annu Rev Neurosci.
2015;38:433–47.
28. Raichle ME, MacLeod AM, Snyder AZ, Powers WJ, Gusnard DA, Shulman GL.
A default mode of brain function. Proc Natl Acad Sci U S A. 2001;98:676–82.
29. Andrews-Hanna JR, Smallwood J, Spreng RN. The default network and self-
generated thought: component processes, dynamic control, and clinical
relevance. Ann N Y Acad Sci. 2014;1316:29–52.
30. Broyd SJ, Demanuele C, Debener S, Helps SK, James CJ, Sonuga-Barke EJS.
Default-mode brain dysfunction in mental disorders: a systematic review.
Neurosci Biobehav Rev. 2009;33:279–96.
31. Schmitz TW, Johnson SC. Self-appraisal decisions evoke dissociated dorsal-
ventral aMPFC networks. Neuroimage. 2006;30:1050–8.
32. Johnson SC, Baxter LC, Wilder LS, Pipe JG, Heiserman JE, Prigatano GP.
Neural correlates of self-reflection. Brain. 2002;125:1808–14.
33. Mitchell JP, Banaji MR, Macrae CN. The link between social cognition and
self-referential thought in the medial prefrontal cortex. J Cogn Neurosci.
2005;17:1306–15.
34. Leech R, Sharp DJ. The role of the posterior cingulate cortex in cognition
and disease. Brain. 2014;137:12–32.
35. Vincent JL, Snyder AZ, Fox MD, Shannon BJ, Andrews JR, Raichle ME,
Buckner RL. Coherent spontaneous activity identifies a hippocampal-parietal
memory network. J Neurophysiol. 2006;96:3517–31.
36. O'Connor AR, Han S, Dobbins IG. The inferior parietal lobule and
recognition memory: expectancy violation or successful retrieval?
J Neurosci. 2010;30:2924–34.
37. Suzuki M, Tsukiura T, Matsue Y, Yamadori A, Fujii T. Dissociable brain
activations during the retrieval of different kinds of spatial context memory.
Neuroimage. 2005;25:993–1001.
38. Mason MF, Norton MI, Horn JDV, Wegner DM, Grafton ST, Macrae CN.
Wandering minds: the default network and stimulus-independent thought.
Science. 2007;315:393–5.
39. Andrews-Hanna JR. The brain's default network and its adaptive role in
internal mentation. Neuroscientist. 2012;18:251–70.
40. Sonuga-Barke EJS, Castellanos FX. Spontaneous attentional fluctuations in
impaired states and pathological conditions: A neurobiological hypothesis.
Neurosci Biobehav Rev. 2007;31:977–86.
41. Dayan E, Sella I, Mukovskiy A, Douek Y, Giese MA, Malach R, Flash T. The
default mode network differentiates biological from Non-biological motion.
Cereb Cortex. 2016;26:234–45.
42. Kim SM, Park SY, Kim YI, Son YD, Chung US, Min KJ, Han DH. Affective
network and default mode network in depressive adolescents with
disruptive behaviors. Neuropsychiatr Dis Treat. 2016;12:49–56.
43. Uytun MC, Karakaya E, Oztop DB, Gengec S, Gumus K, Ozmen S, Doganay S, Icer
S, Demirci E, Ozsoy SD. Default mode network activity and neuropsychological
Yang et al. Journal of Neurodevelopmental Disorders  (2017) 9:1 Page 15 of 17
profile in male children and adolescents with attention deficit hyperactivity
disorder and conduct disorder. Brain Imaging Behav. 2016. doi:10.1007/s11682-
016-9614-6.
44. Broulidakis MJ, Fairchild G, Sully K, Blumensath T, Darekar A, Sonuga-Barke
EJ. Reduced default mode connectivity in adolescents with conduct
disorder. J Am Acad Child Adolesc Psychiatry. 2016;55:800–8. e801.
45. Dalwani MS, Tregellas JR, Andrews-Hanna JR, Mikulich-Gilbertson SK,
Raymond KM, Banich MT, Crowley TJ, Sakai JT. Default mode network
activity in male adolescents with conduct and substance use disorder. Drug
Alcohol Depend. 2014;134:242–50.
46. Elliott CD. Differential Ability Scale—Second Edition (DAS-II). San Antonio:
The Psychological Corporation; 2007.
47. Kanne SM, Gerber AJ, Quirmbach LM, Sparrow SS, Cicchetti DV, Saulnier CA.
The role of adaptive behavior in autism spectrum disorders: implications for
functional outcome. J Autism Dev Disord. 2011;41:1007–18.
48. Bishop SL, Guthrie W, Coffing M, Lord C. Convergent validity of the
Mullen scales of early learning and the differential ability scales in
children with autism spectrum disorders. Am J Intellect Dev Disabil.
2011;116:331–43.
49. Frazier TW, Georgiades S, Bishop SL, Hardan AY. Behavioral and
cognitive characteristics of females and males with autism in the
Simons Simplex Collection. J Am Acad Child Adolesc Psychiatry. 2014;
53:329–40. e321-323.
50. Joseph RM, Tager-Flusberg H, Lord C. Cognitive profiles and social-
communicative functioning in children with autism spectrum disorder.
J Child Psychol Psychiatry. 2002;43:807–21.
51. APA. Diagnostic and statistical manual of mental disorders : DSM-5. 5th ed.
Washington: American Psychiatric Publishing; 2013.
52. Rutter M, Le Couteur A, Lord C. Autism Diagnostic Interview-Revised (ADI-R).
Los Angeles: Western Psychological Services; 2003.
53. Lord C, Risi S, Lambrecht L, Cook Jr EH, Leventhal BL, DiLavore PC, Pickles A,
Rutter M. The autism diagnostic observation schedule-generic: a standard
measure of social and communication deficits associated with the spectrum
of autism. J Autism Dev Disord. 2000;30:205–23.
54. Gotham K, Risi S, Pickles A, Lord C. The Autism Diagnostic Observation
Schedule: revised algorithms for improved diagnostic validity. J Autism Dev
Disord. 2007;37:613–27.
55. Gotham K, Pickles A, Lord C. Standardizing ADOS scores for a measure of
severity in autism spectrum disorders. J Autism Dev Disord. 2009;39:693–705.
56. Hus V, Lord C. The autism diagnostic observation schedule, module 4:
revised algorithm and standardized severity scores. J Autism Dev Disord.
2014;44:1996–2012.
57. Hurley RS, Losh M, Parlier M, Reznick JS, Piven J. The broad autism
phenotype questionnaire. J Autism Dev Disord. 2007;37:1679–90.
58. Losh M, Adolphs R, Poe MD, Couture S, Penn D, Baranek GT, Piven J.
Neuropsychological profile of autism and the broad autism phenotype.
Arch Gen Psychiatry. 2009;66:518–26.
59. Constantino JN. The Social Responsiveness Scale. Los Angeles: Western
Psychological Services; 2002.
60. Bolte S, Poustka F, Constantino JN. Assessing autistic traits: cross-
cultural validation of the social responsiveness scale (SRS). Autism Res.
2008;1:354–63.
61. Gadow KD, Sprafkin J. Child symptom inventory 4 (CSI-4) with screening
and norms manuals. Stony Brook: Checkmate Plus; 2002.
62. Gadow KD, Sprafkin J. Adolescent Symptom Inventory-4 (ASI-4R) with
screening and norms manuals. Stony Brook: Checkmate Plus; 2008.
63. Gadow KD, DeVincent CJ, Drabick DAG. Oppositional defiant disorder as a
clinical phenotype in children with autism spectrum disorder. J Autism Dev
Disord. 2008;38:1302–10.
64. Malone IB, Leung KK, Clegg S, Barnes J, Whitwell JL, Ashburner J, Fox NC,
Ridgway GR. Accurate automatic estimation of total intracranial volume: a
nuisance variable with less nuisance. Neuroimage. 2015;104:366–72.
65. Jenkinson M, Beckmann CF, Behrens TE, Woolrich MW, Smith SM. Fsl.
Neuroimage. 2012;62:782–90.
66. Pruim RH, Mennes M, van Rooij D, Llera A, Buitelaar JK, Beckmann CF. ICA-
AROMA: a robust ICA-based strategy for removing motion artifacts from
fMRI data. Neuroimage. 2015;112:267–77.
67. Rutherford MD, Troje NF. IQ predicts biological motion perception in autism
spectrum disorders. J Autism Dev Disord. 2012;42:557–65.
68. Lieberman MD, Cunningham WA. Type I and type II error concerns in fMRI
research: re-balancing the scale. Soc Cogn Affect Neurosci. 2009;4:423–8.
69. Rolls ET, Joliot M, Tzourio-Mazoyer N. Implementation of a new parcellation
of the orbitofrontal cortex in the automated anatomical labeling atlas.
Neuroimage. 2015;122:1–5.
70. Baron RM, Kenny DA. The moderator-mediator variable distinction in social
psychological research: conceptual, strategic, and statistical considerations. J
Pers Soc Psychol. 1986;51:1173–82.
71. Faul F, Erdfelder E, Buchner A, Lang AG. Statistical power analyses using
G*Power 3.1: tests for correlation and regression analyses. Behav Res
Methods. 2009;41:1149–60.
72. Berkovich-Ohana A, Glicksohn J, Goldstein A. Mindfulness-induced changes
in gamma band activity—implications for the default mode network, self-
reference and attention. Clin Neurophysiol. 2012;123:700–10.
73. Bent S, Hendren RL. Improving the prediction of response to therapy in
autism. Neurotherapeutics. 2010;7:232–40.
74. Cholemkery H, Kitzerow J, Rohrmann S, Freitag CM. Validity of the social
responsiveness scale to differentiate between autism spectrum disorders
and disruptive behaviour disorders. Eur Child Adolesc Psychiatry. 2014;23:
81–93.
75. Bush G, Frazier JA, Rauch SL, Seidman LJ, Whalen PJ, Jenike MA, Rosen BR,
Biederman J. Anterior cingulate cortex dysfunction in attention-deficit/
hyperactivity disorder revealed by fMRI and the Counting Stroop. Biol
Psychiatry. 1999;45:1542–52.
76. Eisenberger NI, Inagaki TK, Muscatell KA, Byrne Haltom KE, Leary MR. The
neural sociometer: brain mechanisms underlying state self-esteem. J Cogn
Neurosci. 2011;23:3448–55.
77. Zhao XH, Wang PJ, Li CB, Hu ZH, Xi Q, Wu WY, Tang XW. Altered default
mode network activity in patient with anxiety disorders: an fMRI study. Eur J
Radiol. 2007;63:373–8.
78. McCracken JT, McGough J, Shah B, Cronin P, Hong D, Aman MG, Arnold LE,
Lindsay R, Nash P, Hollway J, et al. Risperidone in children with autism and
serious behavioral problems. N Engl J Med. 2002;347:314–21.
79. Shea S, Turgay A, Carroll A, Schulz M, Orlik H, Smith I, Dunbar F. Risperidone
in the treatment of disruptive behavioral symptoms in children with autistic
and other pervasive developmental disorders. Pediatrics. 2004;114:e634–641.
80. Marcus RN, Owen R, Kamen L, Manos G, McQuade RD, Carson WH, Aman
MG. A placebo-controlled, fixed-dose study of aripiprazole in children and
adolescents with irritability associated with autistic disorder. J Am Acad
Child Adolesc Psychiatry. 2009;48:1110–9.
81. Owen R, Sikich L, Marcus RN, Corey-Lisle P, Manos G, McQuade RD, Carson
WH, Findling RL. Aripiprazole in the treatment of irritability in children and
adolescents with autistic disorder. Pediatrics. 2009;124:1533–40.
82. McDougle CJ, Scahill L, Aman MG, McCracken JT, Tierney E, Davies M,
Arnold LE, Posey DJ, Martin A, Ghuman JK, et al. Risperidone for the core
symptom domains of autism: results from the study by the autism network
of the research units on pediatric psychopharmacology. Am J Psychiatry.
2005;162:1142–8.
83. Gordon I, Vander Wyk BC, Bennett RH, Cordeaux C, Lucas MV, Eilbott
JA, Zagoory-Sharon O, Leckman JF, Feldman R, Pelphrey KA. Oxytocin
enhances brain function in children with autism. Proc Natl Acad Sci U
S A. 2013;110:20953–8.
84. Copeland WE, Angold A, Costello EJ, Egger H. Prevalence, comorbidity, and
correlates of DSM-5 proposed disruptive mood dysregulation disorder. Am J
Psychiatry. 2013;170:173–9.
85. Willoughby M, Kupersmidt J, Voegler-Lee M, Bryant D. Contributions of hot
and cool self-regulation to preschool disruptive behavior and academic
achievement. Dev Neuropsychol. 2011;36:162–80.
86. Turkewitz H, O'Leary KD, Ironsmith M. Generalization and maintenance
of appropriate behavior through self-control. J Consult Clin Psychol.
1975;43:577–83.
87. Singh NN, Lancioni GE, Manikam R, Winton ASW, Singh ANA, Singh J,
Singh ADA. A mindfulness-based strategy for self-management of
aggressive behavior in adolescents with autism. Res Autism Spectrum
Disorders. 2011;5:1153–8.
88. Koegel LK, Koegel RL, Hurley C, Frea WD. Improving social skills and disruptive
behavior in children with autism through self-management. J Appl Behav Anal.
1992;25:341–53.
89. Fleming SM, Dolan RJ. The neural basis of metacognitive ability. Philos Trans
R Soc Lond B Biol Sci. 2012;367:1338–49.
90. Bachevalier J, Loveland KA. The orbitofrontal-amygdala circuit and self-
regulation of social-emotional behavior in autism. Neurosci Biobehav Rev.
2006;30:97–117.
Yang et al. Journal of Neurodevelopmental Disorders  (2017) 9:1 Page 16 of 17
91. Noordermeer SD, Luman M, Oosterlaan J. A systematic review and meta-
analysis of neuroimaging in oppositional defiant disorder (ODD) and
conduct disorder (CD) taking attention-deficit hyperactivity disorder (ADHD)
into account. Neuropsychol Rev. 2016;26:44–72.
92. Sukhodolsky DG, Vander Wyk BC, Eilbott JA, McCauley SA, Ibrahim K,
Crowley MJ, Pelphrey KA. Neural mechanisms of cognitive-behavioral
therapy for aggression in children and adolescents: design of a randomized
controlled trial within the national institute for mental health research
domain criteria construct of frustrative Non-reward. J Child Adolesc
Psychopharmacol. 2016;26:38–48.
93. Rubia K. "Cool" inferior frontostriatal dysfunction in attention-deficit/
hyperactivity disorder versus "hot" ventromedial orbitofrontal-limbic
dysfunction in conduct disorder: a review. Biol Psychiatry. 2011;69:e69–87.
94. Eklund A, Nichols TE, Knutsson H. Cluster failure: Why fMRI inferences for
spatial extent have inflated false-positive rates. Proc Natl Acad Sci U S A.
2016;113:7900–5.
95. Button KS, Ioannidis JP, Mokrysz C, Nosek BA, Flint J, Robinson ES, Munafo
MR. Power failure: why small sample size undermines the reliability of
neuroscience. Nat Rev Neurosci. 2013;14:365–76.
96. Kennedy DP, Redcay E, Courchesne E. Failing to deactivate: resting
functional abnormalities in autism. Proc Natl Acad Sci. 2006;103:8275–80.
97. Spencer MD, Chura LR, Holt RJ, Suckling J, Calder AJ, Bullmore ET, Baron-
Cohen S. Failure to deactivate the default mode network indicates a
possible endophenotype of autism. Mol Autism. 2012;3:15.
98. Murdaugh DL, Shinkareva SV, Deshpande HR, Wang J, Pennick MR, Kana RK.
Differential deactivation during mentalizing and classification of autism
based on default mode network connectivity. PLoS One. 2012;7:e50064.
99. Assaf M, Jagannathan K, Calhoun VD, Miller L, Stevens MC, Sahl R, O'Boyle
JG, Schultz RT, Pearlson GD. Abnormal functional connectivity of default
mode sub-networks in autism spectrum disorder patients. Neuroimage.
2010;53:247–56.
100. Charman T, Baird G, Simonoff E, Loucas T, Chandler S, Meldrum D, Pickles A.
Efficacy of three screening instruments in the identification of autistic-
spectrum disorders. Br J Psychiatry. 2007;191:554–9.
101. Matson JL, Rivet TT. Characteristics of challenging behaviours in adults with
autistic disorder, PDD-NOS, and intellectual disability. J Intellect Dev Disabil.
2008;33:323–9.
102. Solomon M, Miller M, Taylor SL, Hinshaw SP, Carter CS. Autism symptoms
and internalizing psychopathology in girls and boys with autism spectrum
disorders. J Autism Dev Disord. 2011;42:48–59.
•  We accept pre-submission inquiries 
•  Our selector tool helps you to find the most relevant journal
•  We provide round the clock customer support 
•  Convenient online submission
•  Thorough peer review
•  Inclusion in PubMed and all major indexing services 
•  Maximum visibility for your research
Submit your manuscript at
www.biomedcentral.com/submit
Submit your next manuscript to BioMed Central 
and we will help you at every step:
Yang et al. Journal of Neurodevelopmental Disorders  (2017) 9:1 Page 17 of 17
